Editor's Note: Dr Jones acknowledges that he receives financial support from Parke-Davis, the manufacturer of Lipitor (atorvastatin).
Response Dr Jones raises several important issues in his letter. My comment on atorvastatin and HDL cholesterol was also based on the knowledge of a recently published large comparative trial involving 842 patients. 1 Atorvastatin 40 mg daily was less than half as effective as simvastatin 80 mg daily in raising HDL cholesterol levels. This dose of atorvastatin had no effect on apolipoprotein A-I. Particularly troubling was the observation that these findings were most pronounced in those with low baseline levels of HDL cholesterol.
A careful comparison of the LDL-lowering potential of the 6 statins from many sources shows a well-known but moderate difference in potency. At the recommended initial dose and the highest dose, atorvastatin lowers LDL cholesterol by 37% and 55%, simvastatin by 35% and 47%, and lovastatin by 26% and 40%, respectively. These lipid-lowering effects are sufficient in the large majority of patients to bring LDL cholesterol below 125 mg/dL. There are no clinical trial data to suggest that a further reduction is beneficial.
The AVERT trial (Atorvastatin VErsus Revascularization Treatments) had a total of 11 major events (death, nonfatal myocardial infarction, or stroke) evenly distributed between atorvastatin (nϭ5) and placebo (nϭ6). There is no available documentation that any of the synthetic statins reduces major cardiovascular events in a manner repeatedly shown for the fermentation-derived statins.
The fallacy of relying on surrogate outcomes, such as LDL cholesterol reduction, for regulatory approval and clinical decision making is illustrated by the findings from large trials of clofibrate 2 and hormone replacement therapy. 3 The fundamental principle of preventive cardiology is to reduce cardiovascular events, not just surrogate outcomes. Medicine should be evidence based.
Curt D. Furberg, MD, PhD Professor Department of Public Health Sciences
Wake Forest University School of Medicine Winston-Salem, NC
